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and 132 read on SEVNLDAEF (SEQ ID NO: 83). AppUcants request that the Examiner 
acknowledges claims 78 and 133 as generic. 
Sequence Election Requirement 

Applicants traverse the sequence election requirement. The requirement is mo^t 
as to the claims xmder consideration in the instant applicatiorL The sequence election 
requirement only applies to claims drawn to amino acid sequences, and does not apply to the 
claims of group elected in the instant application, Group V. The OfiEce Action states, "[Qor ai 
elected Group drawn to amino acid sequences, the Applicants must further elect a single amino 
acid sequence." (Emphasis found in the original). (See page 8, 1[1 of tlie Oflice Action mailec 
January 17, 2002), The claims of Group V are drawn to a metliod for screening, not amino ad 
sequences. {See page 2, f 6 of the OflSce Action mailed January 17, 2002). Based on the 
foregoing, the sequence election requirement is moot. 

If the Examiner believes a telephone conference would expedite prosecution of 
this application, please telephone the undersigned at 650-326-2400. 



Res^iaetfuUy submitted, 

Rosemade L. Celli 
Reg. No. 42,397 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 
Please amend tlie claims as follows. 

78, (Amemled) A method of screening for compounds that inhibit A^ 
production, comprismg contacting a[an isolated] jS-secretase polypeptid e purified to apparmt 
homogene ity comprisinp a oolypeptide that (i) is fewer than about 450 amin n acid residues in 



length, (ii) includes an amino acid sequence that is at least 90% identical to SEC ID NO: 75 
including_conservative substitutions thereot and fiii^ exhibits fl^secretase activi ty^ as evidenccjd 



] 



bv an ability to cleave a substrate selected from the_group consisting of the 695 amino_acid 
isot^e of beta amvloid precursor protein (6A??^ between amino acids 596 and 597 thereo.t 
NfBP--C125wt (SEP ID NO: 103^and MBP-CI25sw (SEP ID NO: 104¥ accQrdinfi to claim 31 
with (i) a test compound and (ii) a jS-secretase substrate, and selecting the test compound as 
capable of inhibiting AjS production if said |8-secretase polypeptide exhibits less i3-secretase 
activity in the presence of said compound than in the absence of said compound. 

81. (Amended) The method ofclaim 78, which further includes administering 
said test compound to a mammalian subject having a condition characterized bv AiS peptide 
amyloid deposits FAlzheimer's disease or Alzheimer's disease-like pathology], and selecting s^d 
compound as a therapeutic agent candidate if, following such administration, said subject 
maintains or improves cognitive ability or said subject shows reduced plaque burden, 

84. (Amended) The method of claim 78, wherein said jS-secretase substrates is 
selected from the group consisting of MBP^C12Sw t (SEP ED NO: 103). MBP-C125sw (S.EQ 
NO: 104), APP, APPsw, and jS-secretase-cleavable fragments thereof. 

85. (Amended) The method of claim 7S, wherein said iS-secreiase[-cleavable 
&agment ]5ubstmte has a sequence selected from the group consisting of SEQ ID NO: 82, SE(^ 
ID NO: 83, SEQ ID NO: 84. SEQ ID NO: 85, SEQ ID NO: 86, SEQ ID NO: 87, SEQ ID NO 
88, SEQ ID NO: 89, SEQ ID NO: 90, SEQ ID NO: 91, SEQ ID NO: 92; SEQ ID NO: 93, SE(p 
ID NO: 94, SEQ ID NO: 95, and SEQ ID NO: 96. 
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132. (New) The method of claim 78, wherein the jS-secretase substrate has a 
sequence selected from the group consisting of SEQ ID NO; 72, SEQ ID NO: 78> and, SEQ 11^ 
NO: 81, and, SEQ ID NO: 97, and selecting the test compound as enable of inhibiting A/S 
production if s^d i3-secreta5e polypeptide exhibits less jff-secretase activity in the presence of l|he 
test compound than in the absence of the test compound 

133. (New) A method of screening for compounds that inhibit AjS production, 
comprising contacting an isolated jff-secretase comprismg a polypeptide that (i) 13 fewer than 
about 450 amino acid residues in length, (ii) includes an amino acid sequence that is at least 9lj)% 
identical to SEQ ID NO: 75 including conservative substitutions thereof, and (iii) exhibits /3- 
secretase activity, as evidenced by an ability to'cleave a substrate selected iiom the group 
consisting of the 695 amino acid isotype of beta amyloid precursor protein (jSAPP) between 
amino acids 596 and 597 thereof. MBP-Cl25wt (SEQ ID NO: 103) and MBP-C125sw (SEQ ijD 
NO: 104) with (i) a test compound and (ii) a )5-secretase substrate, wherein the /S-secretase 
substrate 15 an inhibitor of jff-secretase activity. 

134. (New) The method of claim 133, wherein the j5-secretase substrate has . 
sequence selected ftom the group consisting of SEQ ID NO: 72, SEQ ID NO: 78, and, SEQ ID 
NO:' 81, and, SEQ ID NO: 97, and selecting the test compound as enable of inhibiting Ap 
production if said i3-secretase polypeptide exhibits less jS-secretase activity in the presence of tjie 
test compound than in the absence of the test compound. 
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